Day 0 Rl ES cells (300 cells/well) 
in differentiating medium are 
plated on 96 well non-coated plates 



Formation of embryo-like aggregate (7 d) 



300 ES cells vet! 




Day 7 Add chemical compounds (= 1 to #96) into each well. 



Induce further differentiation (7-14 d) 
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Day 14 Extract RNA on the plate, RT-PCR on the plate 
Day 21 



Evaluate the effects of the drugs (#1-96) on 
mRNA expression of tissue-specific genes (e.g. 
albumin mRNA for hepatocyte diflferentiation)- 



RNA extraction/RT- 
PCR on the plate 



FIG . 1 



Trypsinize 



Grow 
without 
LIF 



PJate on 
Collagen type I 



Add Growth Factors 
for Hepatic Maturation 
Late 

Early M\d 
(aFGF) (HGF) 



ES Cells 



Day 0 



Embryoid 
Bodies 



Pay 5 



Id 1 I 



OSM 
Dex 
ITS 

► 



Analyze 

Liver Specific Gene 
Expression 

Day 18 



FIG . 2 




FIG. 3 



Collagen - Collagen + 
'gFs- GFs+ W CFs-GFs+ FL 



AL 



sip 

W s 

rlJ 



■sap- 



ALB 



G6P 



TAT 



B-actin 




FIG . 4 



a 

G6P 
TAT 
B-actin 



none early mid late 



early 
mid mid 
late late 



b OSM 

none Dex OSM Dex ITS 
ITS 



TAT 
B-actin 




FIG. 5 





SEK1 -/- 



SEK1 +/+ 



^^nTTs' 30' UV^one 15' 30' UV 




FIG. 6 



